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DETAILED ACTION 

Status of Application 

1 . Claims 1,2,4, 6-22, 25-30, 35-38, 44-45 and 53-56 are pending. Claims 
53-56 are new. 

2. Receipt and consideration of Applicants remarks/arguments submitted on 
July 23, 2009 is acknowledged. 

3. Rejections not reiterated from the previous Office Action are hereby 
withdrawn. The following rejections are either reiterated or newly applied. They 
constitute the complete set of rejections presently being applied to the instant 
application. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for 

all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the phor art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 
148 USPQ 459 (1966), that are applied for establishing a background for 
determining obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at 
issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5. Claims 1-2, 4, 7-21 , 30, 35-38, 44-45, and 53-56 are rejected under 
U.S.C. 103(a) as being unpatentable over Cramer (EP 0780127). 

Applicant claims a pharmaceutical formulation which comprises 
azelastine, or a pharmaceutically acceptable salt, solvate or physiologically 
functional derivative thereof and fluticasone, or a pharmaceutically acceptable 
ester thereof, wherein fluticasone or a pharmaceutically acceptable ester thereof 
in an amount from about 50micrograms/ml to about 5mg/ml of the formulation. 

Determination of the scope and content of the prior art (MPEP 2141.01) 

Cramer teaches a nasal spray composition comprising about 0.001 to 
about 0.2% concentration of a glucocorticosteroid (i.e. beclomethasone, 
flunisolide, triamcinolone, fluticasone, mometasone, bedusonide and 
pharmaceutically acceptable salts), 0.01 to about 4% concentration of an 
antihistamine (i.e. azelastine or pharmaceutically acceptable salt thereof, and an 
intranasal carrier (see the abstract and page 2 lines 36-45). The composition 
may contain isotonic agents such as citric acid, boric acid, propylene glycol, etc., 
thickening agents such as xanthan gum, microcrystalline cellulose, 
carboxymethyl cellulose, hydroxypropyl cellulose, etc., humectants such as 
sorbitol, propylene glycol, polyethylene glycol, etc. and preservatives such as 
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benzyl alcohol, phenylethyl alcohol, and quaternary ammoniums such as 
benzalkonium chloride (see page 4 lines 50-58 and page 5 lines 1-22). The 
composition may contain surfactants such as Polysorbate 80, Octoxynol, etc. 
(see page 5 lines 11-16). The pH of the composition is from about 4.5 to about 9 
(see page 2 lines 57-58). The composition may be formulated into a nasal 
solution (for use as drops or a spray), a nasal suspension, ointment, or gel (see 
page 3 lines 43-47). Typically the dosage units may be prepared to deliver 
0.5mcg to about lOOmcg of the glucocorticoid and 5mcg to about lOOOmcg of the 
antihistamine spray (see page 3 lines 58 and page 4 lines 1-2). 
Example III discloses an intranasal pharmaceutical composition prepared by 
combining the following components utilizing conventional mixing techniques, 
shown below: 



(see page 6, Example III). 



Ascertainment of the difference between the prior art and the claims (IVIPEP 
2141.02) 

Cramer does not exemplify a composition comprising azelastine and 

fluticasone. 
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Finding of prima facie obviousness Rational and l\Aotivation (l\/IPEP 
2142-2143) 

However, one of ordinary skill in the art would have been motivated to 
make a composition comprising azelastine and fluticasone because Cramer 
suggests that the combination of a glucocorticoid (i.e. fluticasone) and an 
antihistamine (i.e. azelastine) provide improved relief of symptoms associated 
with seasonal or perennial allergic rhinoconjunctivitis. 

Thus, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to make a composition comprising 
azelastine and fluticasone for the purpose of providing intranasal compositions 
with improved effectiveness in the treatment of seasonal or perennial allergic 
rhinoconjunctivitis. 

Although Cramer does not specifically teach the instantly claimed ester (or 
salt) forms of fluticasone (i.e. fluticasone valerate or fluticasone propionate), 
Cramer suggest that fluticasone can be present in a pharmaceutically acceptable 
salt form. It would have been obvious to one of ordinary skill in the art to utilize 
fluticasone in any pharmaceutically acceptable salt form that would be 
therapeutically beneficial to fluticasone. Further, it is known in the art that 
pharmaceutically acceptable salt forms can include hydrochloride, propionate, 
valerate salt, etc. (as evidenced by Link et al. US 6,583,180, see column 183 
lines 38-67). 
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Therefore, the claimed invention would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made because the 
prior art is fairly suggestive of the claimed invention. 

7. Claims 22 and 26-27 are rejected under U.S.C. 1 03(a) as being 
unpatentable over Cramer (EP 0780127) in view of Modi (US 6,294,153). 

Applicant claims a pharmaceutical formulation which comprises 
azelastine, or a pharmaceutically acceptable salt, solvate or physiologically 
functional derivative thereof and fluticasone, or a pharmaceutically acceptable 
ester thereof, wherein fluticasone or a pharmaceutically acceptable ester thereof 
in an amount from about 50micrograms/ml to about 5mg/ml of the formulation. 

Determination of the scope and content of the prior art (IVIPEP 2141.01) 

Cramer teaches a nasal spray composition comprising about 0.001 to 
about 0.2% concentration of a glucocorticosteroid (i.e. beclomethasone, 
flunisolide, triamcinolone, fluticasone, mometasone, bedusonide and 
pharmaceutically acceptable salts), 0.01 to about 4% concentration of an 
antihistamine (i.e. azelastine or pharmaceutically acceptable salt thereof, and an 
intranasal carrier (see the abstract and page 2 lines 36-45). The composition 
may contain isotonic agents such as citric acid, boric acid, propylene glycol, etc., 
thickening agents such as xanthan gum, microcrystalline cellulose. 
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carboxymethyl cellulose, hydroxypropyl cellulose, etc., humectants such as 
sorbitol, propylene glycol, polyethylene glycol, etc. and preservatives such as 
benzyl alcohol, phenylethyl alcohol, and quaternary ammoniums such as 
benzalkonium chloride (see page 4 lines 50-58 and page 5 lines 1-22). The 
composition may contain surfactants such as Polysorbate 80, Octoxynol, etc. 
(see page 5 lines 11-16). The pH of the composition is from about 4.5 to about 9 
(see page 2 lines 57-58). The composition may be formulated into a nasal 
solution (for use as drops or a spray), a nasal suspension, ointment, or gel (see 
page 3 lines 43-47). Typically the dosage units may be prepared to deliver 
0.5mcg to about lOOmcg of the glucocorticoid and 5mcg to about lOOOmcg of the 
antihistamine spray (see page 3 lines 58 and page 4 lines 1-2). 
Example III discloses an intranasal pharmaceutical composition prepared by 
combining the following components utilizing conventional mixing techniques, 
shown below: 





































mm 







(see page 6, Example III). 



Ascertainment of the difference between the prior art and the claims (IVIPEP 
2141.02) 



Application/Control Number: 1 0/51 8,01 6 Page 8 

Art Unit: 1616 

Cramer does not exemplify a nasal composition further comprising a 
propellant. This deficiency is cured by the teachings of Modi. 

Modi teaches aerosol formulations for nasal delivery comprising 
pharmaceutical agents (i.e. anti-inflammatories, steroids, etc.), water, excipients 
and a propellant (see the abstract and column 3 lines 30-40). Improved 
penetration and absorption of the formulations can be achieved by mixing the 
formulation with propellants such as tetrafluroethane, etc., especially when 
delivered through aerosol devices (i.e. MDI). (see column 2 lines 5-24). 

Finding of prima facie obviousness Rational and IVIotivation (IVIPEP 
2142-2143) 

One of ordinary skill in the art would have been motivated to make a 
composition further comprising a propellant because Modi suggests that adding 
propellants to nasal formulations can increase penetration and absorption in the 
nasal cavity. 

Thus, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to make a composition further comprising a 
propellant for the purpose of increasing penetration of active formulations into the 
nasal cavity. 

Therefore, the claimed invention would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made because the 
prior art is fairly suggestive of the claimed invention. 
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8. Claims 1-2 and 6 are rejected under U.S.C. 103(a) as being unpatentable 
over Cramer (EP 0780127) in view of Fassberg et al. (US 6,416,743). 

Applicant claims a pharmaceutical formulation which comprises 
azelastine, or a pharmaceutically acceptable salt, solvate or physiologically 
functional derivative thereof and fluticasone, or a pharmaceutically acceptable 
ester thereof, wherein fluticasone or a pharmaceutically acceptable ester thereof 
in an amount from about 50micrograms/ml to about 5mg/ml of the formulation. 

Determination of the scope and content of the prior art (IVIPEP 2141.01) 

Cramer teaches a nasal spray composition comprising about 0.001 to 
about 0.2% concentration of a glucocorticosteroid (i.e. beclomethasone, 
flunisolide, triamcinolone, fluticasone, mometasone, bedusonide and 
pharmaceutically acceptable salts), 0.01 to about 4% concentration of an 
antihistamine (i.e. azelastine or pharmaceutically acceptable salt thereof, and an 
intranasal carrier (see the abstract and page 2 lines 36-45). The composition 
may contain isotonic agents such as citric acid, boric acid, propylene glycol, etc., 
thickening agents such as xanthan gum, microcrystalline cellulose, 
carboxymethyl cellulose, hydroxypropyl cellulose, etc., humectants such as 
sorbitol, propylene glycol, polyethylene glycol, etc. and preservatives such as 
benzyl alcohol, phenylethyl alcohol, and quaternary ammoniums such as 
benzalkonium chloride (see page 4 lines 50-58 and page 5 lines 1-22). The pH of 



Application/Control Number: 10/518,016 Page 
Art Unit: 1616 

the composition is from about 4.5 to about 9 (see page 2 lines 57-58). Tine 
composition may be formulated into a nasal solution (for use as drops or a 
spray), a nasal suspension, ointment, or gel (see page 3 lines 43-47). Typically 
the dosage units may be prepared to deliver O.Smcg to about 1 0Omcg of the 
glucocorticoid and 5mcg to about lOOOmcg of the antihistamine spray (see page 
3 lines 58 and page 4 lines 1-2). 

Example III discloses an intranasal pharmaceutical composition prepared by 
combining the following components utilizing conventional mixing techniques, 
shown below: 

















s.esc 



























(see page 6, Example III). 



Ascertainment of the difference between the prior art and the claims (IVIPEP 
2141.02) 

Cramer et al. do not teach the instantly claimed formulation comprising 
azelastine and fluticasone with a particle size of less than 10pm. This deficiency 
is cured by the teachings of Fassberg et al. 

Fassberg et al. teach aerosol formulations for nasal administration 
comprising 1 ,1 ,1 ,2 tetrafluoroethane and a medicament (see the abstract and 
column 3 lines 2-7). Examples of the medicaments include antihistamines and 
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steroids (see column 5 lines 61-66). The particle size of the active compound 
ranges from 0.1-25|jm (see column 6 lines 11-15). The formulation may 
optionally contain an excipient or surfactant (see the abstract). 

Finding of prima facie obviousness Rational and IVIotivation 
(IVIPEP 2142-2143) 

One of ordinary skill in the art would have been motivated to make a 
composition comprising azelastine and fluticasone with a particle size of less 
than lOpm because Fassberg et al. nasal compositions comprising 
antihistamines (e.g. azelastine) or steroids (e.g. fluticasone) can be prepared 
with a particle size ranging from 0.1 -25pm, which overlaps with the instantly 
claimed particle size of less than 10pm. 

Thus, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to make a composition with the instantly 
claimed particle size range because it is an obvious variation of particle sizes that 
can be used in the preparation of nasal formulations. 

Therefore, the claimed invention would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made because the 
prior art is fairly suggestive of the claimed invention. 



9. Claims 1 , 25, 28-29 are rejected under U.S.C. 1 03(a) as being 
unpatentable over Cramer (EP 0780127) in view of Alfonso et al. (US 6,017,963). 
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Applicant claims a pharmaceutical formulation which comprises 
azelastine, or a pharmaceutically acceptable salt, solvate or physiologically 
functional derivative thereof and fluticasone, or a pharmaceutically acceptable 
ester thereof, wherein fluticasone or a pharmaceutically acceptable ester thereof 
in an amount from about 50micrograms/ml to about 5mg/ml of the formulation. 

Determination of the scope and content of the prior art (IVIPEP 2141.01) 

Cramer teaches a nasal spray composition comprising about 0.001 to 
about 0.2% concentration of a glucocorticosteroid (i.e. beclomethasone, 
flunisolide, triamcinolone, fluticasone, mometasone, bedusonide and 
pharmaceutically acceptable salts), 0.01 to about 4% concentration of an 
antihistamine (i.e. azelastine or pharmaceutically acceptable salt thereof, and an 
intranasal carrier (see the abstract and page 2 lines 36-45). The composition 
may contain isotonic agents such as citric acid, boric acid, propylene glycol, etc., 
thickening agents such as xanthan gum, microcrystalline cellulose, 
carboxymethyl cellulose, hydroxypropyl cellulose, etc., humectants such as 
sorbitol, propylene glycol, polyethylene glycol, etc. and preservatives such as 
benzyl alcohol, phenylethyl alcohol, and quaternary ammoniums such as 
benzalkonium chloride (see page 4 lines 50-58 and page 5 lines 1-22). The pH of 
the composition is from about 4.5 to about 9 (see page 2 lines 57-58). The 
composition may be formulated into a nasal solution (for use as drops or a 
spray), a nasal suspension, ointment, or gel (see page 3 lines 43-47). Typically 
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the dosage units may be prepared to deliver O.Smcg to about lOOmcg of the 
glucocorticoid and 5mcg to about lOOOmcg of the antihistamine spray (see page 

3 lines 58 and page 4 lines 1-2). 

Example III discloses an intranasal pharmaceutical composition prepared by 
combining the following components utilizing conventional mixing techniques, 
shown below: 













COTS 































(see page 6, Example III). 



Ascertainment of the difference between the prior art and the claims (MPEP 
2141.02) 

Cramer does not teach the instant formulation in the form of an insufflation 
powder. This deficiency is cured by the teachings of Alfonso et al. 

Alfonso et al. teaches intranasal and/or inhalation administration of 
pharmaceutical agents (see the abstract). The dosage form suitable for 
intranasal and/or inhalation administration can be in the form of a liquid solution 

suspension, insufflation powder, etc. for administration as a nasal spray, drop or 
inhaled fine particles (i.e. insuflation) (see column 3 lines 1-65, column 5 lines 
36-45, and column 7 lines 1-26). 
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Finding of prima facie obviousness Rational and l\Aotivation (l\/IPEP 
2142-2143) 

One of ordinary sk\\\ in tine art would have been motivated to mal<e tlie 
instant composition in tine form of an insufflation powder because Alfonso et al. 
suggest the nasal compositions in the form of a spray, droplet, insufflation 
powder, etc. 

Thus, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to make the instant composition in the form 
of an insufflation powder because it is an obvious variation of ways to administer 
a nasal composition, as suggested Alfonso et al. 

Therefore, the claimed invention would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made because the 
prior art is fairly suggestive of the claimed invention. 

Response to Arguments 

Applicant's arguments filed August 7, 2009 have been fully considered but 
they are not persuasive. 

Applicant argues that Cramer is not fairly suggestive of the instantly 
claimed combination and that the particular combination instantly claimed is not 
explicitly mentioned. 

This argument is not persuasive. Cramer specifically teaches a nasal 
spray comprising the combination of a glucocorticoid (i.e. fluticasone) and an 
antihistamine (i.e. azelastine). There are a limited number of glucocorticoids (six) 
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and antihistamines (three) recited. It is well within the means for one of ordinary 
skill in the art to try the instant combination as there are a small number of 
actives to choose from. Furthermore, disclosed examples and preferred 
embodiments do not constitute a teaching away from a broader disclosure or 
nonpreferred embodiments. In re Susi, 440 F.2d 442, 169 USPQ 423 (CCPA 
1971). 

Next, Applicant argues that the combination of azelastine and fluticasone 
display unexpected beneficial results. Applicant provides a 1.132 declaration, 
submitted on July 23, 2009, as evidence of the superior combination. 

1.132 Declaration 

The declaration provided by Applicant provides a table (Table I) that 
discloses five compositions, i.e. budesonide alone, azelastine alone, azelastine 
and budesonide, fluticasone alone, and azelastine and fluticasone. The table 
also lists the ingredients or excipients added to each composition. 

Table II compares the stability of each composition by disclosing the total 
impurity level of the composition, at the beginning of testing, after one month, 
and after three months of storage. The impurity level for the composition 
comprising azelastine and fluticasone appears to remain low and consistently 
stable throughout the testing period when compared to the composition 
comprising azelastine and budesonide. 



Application/Control Number: 1 0/51 8,01 6 Page 1 6 

Art Unit: 1616 

However, this data is not persuasive. First, Applicant lias not described 
what testing method was used, what assay was utilized, and how the impurity 
level was calculated. 

Second, Applicant has not described what the Impurity is. It is unclear if 
the impurity arises from the active, excipients, formulations, etc. 

Third, Applicant did not test against the closest prior art examples, 
described in Cramer (see Example 3). Example 3 in Cramer discloses a 
composition comprising azelastine and triamcinolone. 

Last, it should be noted in Table I, that the instant composition comprising 
azelastine and fluticasone contains phenylethyl alcohol (a preservative/ 
antibacterial), whereas the composition comprising azelastine and budesonide 
does not. It is well known in the art that a preservative is added to composition to 
prevent decomposition of a substance and to destroy or inhibit multiplication of 
microorganisms, which also causes decomposition (as evidence by Borland's 
Medical Dictionary, Mosby's Medical Dictionary, and American Heritage Medical 
Dictionary, see 892 form). It is further known that a preservative increases the 
shelf life of compositions (as evidenced by Cramer page 5 lines 1 6-1 8). 
Applicant is predicating its unexpected results of the instant formulation by 
measuring the level of impurity in the formulations when compared compositions 
with similar actives. However, an extremely critical element is missing from the 
comparative composition. It is neither unexpected nor surprising that a 
composition comprising an additional preservative would be capable of keeping 
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impurity levels lower and increasing shelf life when compared to a composition 
that does not contain the preservative or a lesser amount of preservative. 

Applicant also provided a compilation of statements from 6 medical 
practitioners that attest to the various advantages and superior results associated 
with the use of the instant invention. Applicant further argues that there is a long 
felt need for an improved nasal formulation and that the instant composition, 
known as DUONASE, is a commercial success. 

However, given the deficiencies in the data provided by Applicant, one of 
ordinary skill in the art cannot accurately ascertain whether any unexpected 
results have occurred. 

Therefore, Applicant's arguments and evidence of nonobviousness are not 
persuasive. 

Conclusion 

1 0. Applicant's amendment necessitated the new ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. 
See MPEP § 706.07(a). Applicant is reminded of the extension of time policy as 
set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 



Application/Control Number: 10/518,016 Page 
Art Unit: 1616 

period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to KRISTIE L. BROOKS whose telephone 
number is (571)272-9072. The examiner can normally be reached on M-F 
8:30am-6:00pm Est.. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Johann R. Richter can be reached on (571) 272-0646. 
The fax phone number for the organization where this application or proceeding 
is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 
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/Mina Haghighatian/ 
Primary Examiner, Art Unit 1616 



